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Teratologic Evaluation of Fpp 71-52

(Furcelleran)
in
Mice, Rats, and Hamsters
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IE%od and TBug I vcseanch, aohoratories

. I NC ORP ‘ O R ATED Maurice Avenue at 58%* Street

Maspeth, New York 11378

{f‘}

F INATL ’ - Telephone: TWining 4-0800
R E P ORT : Cable: Foodlabs, New York
Submitted to: DHEW/Public Health Service Date February 14, 1973

Food and Drug Administration CA-272
5600 Fishers Lane-Room 5C-13

Rockville, Maryland 20852 Laboratory No. 1360 h
Contract No. FDA 71-260

Sample: ~ Fine tan powdered material

Marking: FDA 71-52 (Furcelleran) : i 3$

Examination Requested: Teratologic evaluation of FDA.71-52 in mice.

Procedure: See Appendix I
(-*Results: See Tables 1 through 4 and Appendix II ' .
Conclusion: On the basis of the data presented herein, the following

conclusion appears warranted: :

."At the highest level of administration (600 mg/kg for 10 days)
- to pregnant mice, the test material was fetotoxic causing increased
‘incidence of very early resorptions as well as those recognizable at
term. This effect was not seen at the next lower dosage (130 mg/kg).
Skeletal examination revealed evidence of delayed calcification in
fetuses taken at term from dams receiving the highest dosage level only.
There was no clear incidence of terata.”

Comment: Attention is called to the fact that this is the twentieth
of a series of reports which will be issued in accordance with the terms
. . of the contract cited above. Eventually, a total of at least 42 com-
pounds will have been tested in 21 pairs; each pair being run con-

- currently against one sham-treated control and one positive control group.
Because of the inherent variability of biological data of the type dealt
with here, the accumulation and pooling of sequential sets of control value

- will greatly enhance the statistical value of the findings and the
ultimate reliability of the test results. . :

FOOD AMD LETUG RESEARCH LABORATORIES, INC.
- \J
5ot aﬁ%% o
nneth Morgareigge, Ph. =
. . . . , , Vice President =~ & )
Thia report is submitted for the exclusive use of ihe person, perinersiip, of cIrporelion o whet it is addressed, engd neither the ;eport

nor the name of thess Laboratorias nor of any members of its stad, niay 08 wcad in conn:chion wita the gdvertising or vaie of any product ot
process without written authorization.
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January 5, 1973
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| , | FOOD AND DRUGVRESEA;;Z>LABORATORIES, INC..
Groups: 191 &(192; 197 through 200 . _ Date:

Table 1 l .
Laboratory No.: 1360 h
Fate Summary ; .

( Mice ) » |

L

Material : FDA 71-52

| .
§ Surviving at Term

Group Material Dose ** ' Total : |
| : mg/kg Mated Pregnant Total Pregnantl
| ‘ : - |
191 Sham 0.0 24 | 21 24 2
192 Aspirin* 150.0 30 20 30 20
Rl | | |
197 . FDA 71-52 6.0 26 22 Js | 22
198 © - FDA 71-52 © 28.0 22 21 22 ' 21
o . : . o |
199 FDA 71-52 130.0 29 - .20 29 . 20
200 FDA 71-52 600.0 39 . " 28 - T 27

* pPositive Control: 150.0 mg/kg
** Administered as an anhydrous corn oil suspension; 10.0 ml per kg of body weight

1) rncludes all dams examined at term
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FOOD AND DRUG RESEA SJ’LABORATORIES, INC.

anuary 5, 1973

Group : ‘191 & 192; 197 through 200 'I’able 2 Date:

. i I .

Material : FDA 71-52 Reproduction Data Laboratory No. : 1360 h

! Mice ) : {
Group : 191 192 197 198 199 200
Dose (mg/kg): Sham Aspirin** 6.0 28.0 130.0 1 600.0

Pregnancies |
Total No. . o 21 20 - 22 21 20 28
Med or Aborted (before Dy 1i7) 0 0 o 0 0 1
To term (on Day 17) : 21 20 . 22 él 20 27

Corpora Lutea . -
Total No. 301 360 : 312 27,9 322 401
Average/dam mated 12,5 12.0 12.5 133 11.9 - 10.6

Live Litters i
Total No.* 21 20 21 21 20 - - 25

Implant Sites ;

Total No. 248 226 - 250 240 215 298
Average/dam* 11.8 11.3 11.4 ° 11.4 10.8 11.0

Resorptions Z ' : : ;

' Total No.* ; 5 17 15 9 5 35
Dams with 1 or. more sites resorbed 4 9 6 6 5 10
Dams with all sBites resorbed - - 1 ©da - 1
Per cent partial resorptions . 19.0 45.0 27.3 28.6 25.0 37.0
Per cent complete resorptions - - : 4.55 - - 3.70

Live Fetuses ,

Total No. 240 207 ’ 235 229 205 252
Average/dam* 11.4 10.4 10.7 10.9 10.3 9.33
Sex ratio (M/F) "~ 0.90 . 0.78 ©1.03 " 0.89 0.99 0.83

bead Fetuses .

Total No.* 3 2 - 2 5 11
pams with 1 or more dead 3 2 - 2 2 6
pams with all dead - - - - - -
Per cent partial dead 14.3 10.0 - 9.52 10.0 22,2
Per cent all dead ' - - - - - -

Average Fetus Weight, g 0.88 0.80 0.83 0.85 0.86 0.84

* Includes only those dams examined at terxm.

** pogitive Control: 150.0 mg/kg



FOOD AND DRUIG RESEARCH LABORATORIES, INC.

' Groups ' 191 & 192; 197 through 200 . Laboratory No. 1360 h
Table 3

\ Déte January 5, 1973

Summary of Skeletal Findings*
( . Mice )

..-Material FDA 71-52

Group No.: o191 - 192 197 198 199 200

Findings )
Dose (mg/kg): Sham Aspirin** 6.0 28.0 130.0 600.0

Live Fetuses Examined 166/21  146/20 160/21 161/21 144720 178/25

T (at term)

Sternebrae : : : ‘
Incomplete oss. 58/13 40/14 = 35/15 -31/13 36/11 69/20
Scrambled e v A : .
Bipartite . 8/3 5/3 5/5 .4/3 9/7 2/2
Fused : o : :
Extra ‘ o :

Missing 18/7 36/14 28/11 18/6 48/10 43/16
Other )

Ribs )
) Incomplete oOss.
Fused/split

Wavy ’ : - ' 1/1
4 Less than 12 1/1

More than 13 - 21/9 29/_13 30/10 40/16 13/8 - 29/11
Otherx '

Vertebrae A _
Incomplete oss. 11/6 7/4 9/4 2/2 -21/5 17/7
Scrambled
Fused
Extra ctrs. oss.
Scoliosis
Tail defects -
Other

Skull _ .
Incomplete closure /2 - 1/4 2/2 3/2 7/4
-Missing , 5/4

Craniostosis 1/1

Other; Facial bones; - 4/1
e - .missing/incomplete . :
Extremities

Incomplete oss. ' 4/3 - 4/3 4/3 21/7 20/9
w2 Missing '
Extra

Miscellaneous ’
~ Hyoid; missing 32/10 59/17 42/15 39/16 55/16 70/21
Hyoid; reduced 20/12  20/14 21/13 28/16 21/13 - 18/12
("\ - Ischium; missing ' A 1/1
: Pubis; missing ' 1/1

* Numerator=Number of fetuses affected; Denominator=Number of litters

** Positive control: 150.0 mg/kg affected.



FOOD AND DRUG RESEARCH LABORATORIES, INC.

~ : |
) - Groups 191 & 192; 197 through 200 . Date January 5, 1973
Material - . Laboratory No.
aterial rpa 71-52 Table 3-a Y ._13.§.L11
Summary of Soft Tissue Abnormalities ‘
‘ (Mice)
Group Material Dose Level Dam Number of Description
' mg/kg Pups
192 Aspirin* 150.0 Aos83 1 Anasarca
200 . FDA 71-52 600.0 - F 0101 1 ~ Meningoencephalocele

* positive Control: 150.0 mg/kg
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F O0OD AND DRUG RESEARCH LABORATORIES, INC.

Groups 191 & 192; 197 through 200 - Date qahuary 5, 1973
. ' Table 4 ‘ L .
Species_ Mice ' LaboraFory No,., 1360 h

Average Body Weighter

T T meeeeemee e STt Day-----~~ Femm——mmeeeee=
Group Material Dose ‘ . i
: Level 0 6 : 11 15 - 17%*
Y T T —— gemmmmm—- e
|
191 Sham 0.0 28.9 31.0 345 41.9 . 48.3 (21)
192 Aspirin*** 150.0 30.0 - 32.9 34.6 39.1 45.4 (20)
‘ ‘ : ' P :
197 FDA 71-52 6.0 28.1 29.9 32.5 38.9 . 45.0 (22)
198 - FDA 71-52 28.0 ' 28.1 30.0  33.0 . 38.7 43.9 (21)
4 _ _ : |
199 FDA 71-52 130.0 28.8 31.1 33.8° . 3B.6 44.5 (20)
200 FDA 71-52  600.0 30.4 32.3 33.5 = 39.4 45.3 (27)

* Of pregnant dams
** Number of surviving dams in parentheses (c.f. Table 1)

*** positive control: 150.0 mg/kg



Appendix I

Teratology Study in Mice

Virgin adult female albino CD-1 outbred mice were gang-
housed in disposable plastic cages in temperature and humidity-con-

trolled quarters with free access to food and fresh tap water, >They

were mated with young adult males, and observatlon ‘of the vaginal sperm
plug was considered Day 0 of gestation. Beginning on Day 6 and con-
tinuing daily through Day 15 of gestation, the females were dosed with
the indicated dosages by oral intubation; the controls -were sham treated.
Body welghts were recorded on Days 0, 6, ll 15, and 17 of gestation.

All anlmals were observed dally for appearance and behavior with par-

‘ticular attention to food consumption.and weight, in order to rule out

any abnormalities which may have occurred as a result of anorexic
effects in the pregnant femaIe animalﬁ )

On Day 17 all dams were subjected to Caesaréén section under
surgical anesthesia, and the numbers of implantation sites, resorption
sites, and live and dead fetuses were recorded. The body weights of
the live pups were also recorded. The‘urogenital tract of each dam

was examined in detail for anatomical normality.

All fetuses were examined grossly for the presence of external

'congenital abnormalities, One-third of the fetuses of each litter
“nderwent detailed visceral examinations employing'lox magnification.

The remaining two-thirds were cleared. in potassium hydfoxide (KOH) ,

stained with alizarin red S dye and examined for skeletal defects.
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FOOD AND DRUG_RESEARCH LABORATORIES,

INC. : .
Group 191 Appendix II | Date January 5,}1973
Material -Sham | ‘Laboratory No.:1360
Reproduction Data in Mice (Individual)
Dose 0.0 mg/kg ) .
pam No. Fate* Corpora Implant Fetuses Sex Resorption Average Fetus Remarks
Lutea Sites Alive Dead M _F Sites Weight (g)
S 0571 ‘NP 11 0 -—--
- 8 0572 P 14 11 9 6 3 2 0.84
S 0573 P 14 11 11 7 4 0.76
S 0574 P 13 12 12 6 6 0.89 -
S 0575 P 14 13 13 5 8- 0.86
S 0576 P 13 11 11 4 7 0.95
s 0577 P 12 “12 12 "4 8 0.79
S 0578 P 13 11 11 2 9 0.70
S 0579 NP 11 0 . , ———
S 0580 P 14 12. 11 1l 6 5 0.96
S 0581 P 10 10 10 6 4 0.96
S 0582 - P 13 11 11 7 4 0.99 '
S 0583 P 12 10 10 : 3 7 0.88
S 0584 P 12 13 11 1 -1 10 - 1l 0.98
S 0585 P 12 11 11 ’ 2 9 0.87
S 0E86 P 16 15. 15 4 11 0.90
S 0587 P 15 13 12 1 6 6 0.91
S 0538 P 14 13 13 8 5 0.87
S 0589 P 17 13 13 8 5 0.97
S 0590 P 11 11 11 9 2 0.89 . : '
S 0591 Not Assigned -
S 0592 NP 0 0 _ -— :
S 0593 P 12 11 11 5 6 : 0.84
S 0594 P 14 11 10 8 2 1 0.77-
S 0595 P 14 13 12 7 5 1 0.97

* p = Pregnant;

NP = Not Pregnant



FOOD AND DRUG RESEARCH LABO RATORIES, IﬂC. -
' Date January 5, 1973

AAE s e= e = e T AR e T e e e e

AGroup 192 1 Appendix II

Material Aspirin ‘ Laboratory No. 1360

Dose 150.0 mg/kq Reproduction Data in ‘Mice (Individual)‘

Dam No. Fate* Corpora Implant Fetuses Sex " Resorption Average Fetus Remarks
Lutea Sites Alive Dead M F Sites Weight (g)

A 0571 P 13 13 10 1 _ 5 5 2 0.85

A 0572 NP 8 "0 ——

A 0573 P 16 13 12 6 6 1 . 0.83

A 0574 NP° 14 ) 0 ‘ ‘ ————

A 0575 P 15 13 13. 6 7 1.01

A 0576 P. 12 10 10 4 6 0.87

A 0577 P 11 1 11 6 S . 0.94

A 0578 P 12 ' 11 - 10 ' 4 6 1 T 0.81

A 0579 NP 13 . 0 R ' . ———

A 0580 - 11 ' 12 B & 8 5 1 - . .0.69

A 0581 P 12 10 10 '8 2 ' . 0.93

A 0582 NP 11 0 , : ' . ' L me—

A 0583 P. 17 S 13 13 . -0 13, ' : 0.82

A 0584 © NP o . .0 o e : —-——

A 0585 NP 0 0 . o , ———

A 0586 P 12 12° 12 0 ‘12 . 0.78

A 0587 P 17 _ 16 13 6 7 3 0.70

A 0588 P 17 _ 11 9 5 4 2 0.69

A 0589 P 12 7 7 4 3 0.75

A 0590 P 1 6 6 2 4 -0.48

A 0591 P 19 14 12 9 3 2 ' 0.76

A 0592 P 16 11 8 . : 4 "4 3 ' 0.87

A 0593 NP 5 0 , ' : . mm——

A 0594 NP 11 0 . , ' ————

A 0595 NP 8 . . 0 ' o —-——

"A 0596 P 15 14 13 1 . S '8 : 0.81

A

0597 NP 6 0 o ——-
Continued on next page. ' : ’

- * P = Pregnant; NP = Not Pregnant



FOOD AND DRUG RESEARCH LABO FATORIES, INC. ‘

Grou 192 | - " pate_January 5, 1973
roup A Appendix IIX o Date I>r
Material Aspirin Laboratory No. 1360
' Reproduction Data in Mice (Individual)
Dose 150.0 mg/kg Rep ‘
- Dam No. Fate* Corpora Implant Fetuses Sex Resorption Average Fetus PRemarks:
Lutea Sites Alive Dead M F Sites Weight (g)

Continued.

A0598 . P 13 8 8 : 2 . 6 . 0.76

A 0599 P 14 13 11 o 5 6 2 0.77

A 0600 P ; 9 8 8 - 5 3 0.83

* p = Pregnant; NP = Not Pregnaht



3

Group j97

FOOD AND DRUG RESEARCH LABOFRATORIES, INC.

>

Date January 5, 1973
; Appendix II
Material .FDA 71-52 ‘Laboratory No. 1360 h
’ ! Reproduction Data in  Mice (Individual) |- :
Dose 6.0 mg/ﬂg :
Dam No. Fate* Corpora Implant Fetuses : Resorption Aberage Fetus Remarks
Lutea Sites Alive M F Sites Weight (g) '
F 0001 P 15 12 12 3 9 0.86
~F 0002 P 14 11 10 4 6 1 0.79
F 0003 P " 15 13 13 5 8 . 0.75
F 0004 NP 12 0 ——
F 0005 P 14 12 12 8 4. }' 0.85
F 0006 P 14 14 14 . 7 7 0,75
F 0007 NP 13 0 | mm——
F 0008 P 11 11 11 7 4 ©0.90
F 0009 P 12 10 9 5 - 4 1 : 0.84
F 0010 P 13 12 12 6 6 . 0.69
F 0011 P 12 11 10 8 2 1l i 0.87
F 0012 P 13 13 13 8 5 ~0.82
F 0013 P 14 9 9 8 1 0.86 .
F 0014 : Not Assigned
F 0015 P 12 12 12 8 4 0.84
F 0016 . P 15 10 . 10 -
F 0017 NP -t .0 : ————
F 0018 P 12 .12 12 6 6 0.75
F 0019 P 13 13 13 8 5 0.87
F 0020 NP 0 0 ——
F 0021 P 12 12 12 5 7 -0.82
F 0022 P 16 13 12 ‘3 9 1 0.88°
F 0023 P 12 11 10 3 7 1 0.90
_ F 0024 P 12 12 12 4 8 ' 0.90
F 0025 P 12 11 11 5 6 0.83
F 0026 P 10 7 7 3 4 0.89
F 0027 P 14 ) 9 5 4 0.85

*. P = Pregnant;
** Ovaries Missing

NP = Not Pregnant



f \ . FOOD AND DRUG RESEARCH LABO FATORIES, INC.

Group 198 i l ‘Date January 5, 1973

Appendix II

'Material FDA 71-52 | Laboratory No.1360 h

Dose 28.0 mg/kg geproduction Data in Mlcg (Individual)
Dam No. Fate* Corpora Implant Fetuses Sex Resorption Average Fetus Remarks
Lutea Sites Alive Dead ‘M F sites Wdeight (g)
F 0031 P 13 12 11 4 7 1 0.93
F 0032 P 15 12 12 4 8 0.84
"F 0033 P 13 ' 10 10 4 6 1.00
F 0034 P 14 14 14 4 10 0.97
F 0035 P 13 ‘ 13 12 1l 7 5 0.81
F. 0036 P 13 13 13 7 6 1.01
F 0037 P -—t% 13 10 7 3 3 + 0.83
F 0038 ~ NP 9 0 . c L ————
F 0039 P 12 10 9 -2 7 1 | 0.95
F 0040 P . © 12 12 11 4 7 1 . 0.83
F 0041 P 12 10 10 2 8 ' 0.82
F 0042 ‘P 13 13 13 : 5 -8 1.11
F 0043 P 16 11 ' 8 1l 4 4 2 - 0.80
F 0044 . 12 : 10 10 ' 5 5° . 0.76
F 0045 P 14 ‘11 11 5 6 - 0.84
" F 0046 P 14 12 12 7 <5 - 0.69
F 0047 P 12 3 3 2 1 1 0.78
F 0048 P 15 13 12 9 3 1 i 0.78
F 0049 P 11 11 11 6 ‘5 © 0.70
. F 0050 P 11 . 11 - 11 7 -4 1.02
F 0051 P 16 - 15 : 15 6 9 : 0.69
F 0052 P 19 11 11 6 5 . 0.79

* p = Pregnant; NP = Not Pregnant
** Ovaries missing



)

Group 199

Material FDA 71-52

D

FOOD AND DRUG RESEARCH LABOFRATORIES, INC.

Appendix II

D)

" Date January 5, 1973

Laboratory No. 1360 h

Dose 130.0 mg/kg Reproduction gice (Individual)
Dam No. Fate* Corpora Implant Fetuses " Resorption Average Fetus Remarks
Lutea Sites Alive M F Sites Weight (qg)
F 0061 P 15 12 12 6 6 0.94
F 0062 - NP 17 0 ———
F 0063 = P 15 11 11 6 5 0.70
F 0064 P le 14 13 7 6 1 0.86
F 0065 NP 0 0 -
F 0066 P 13 6 6 3 3 0.94
F 0067 P 9 5 4 4 0 1l 0.95
F 0068 NP 0 0 ——
F 0069 . 15 o 14 14 7 7 0.89
F 0070 NP -tk 0 ' ————
F 0071 NP 18 0 C———
F 0072 P 13 13 13 3 10 0.63
F 0073 P 13 13 12 5° 7 1 0.60
F 0074 P 13 12 12 3 9 0.66
F 0075 P 12 8 8 5 3 1.07
F 0076 NP 0 0 ——
F 0077 P 9 10 7 5 2 0.73
F 0078 P 11 9 9 5 4 0.78
F 0079 P 16 15 13 8 5 0.77
F 0080 P 16 12 11 7 4 1 0.84
F 0081 P 14 11 11 4 7 0.75
F 0082 NP -k R 0 ————
F 0083 P 12 5 5 2 '3 1.24
F 0084 P 11 9 9 6 3 1.06
F 0085 NP 12 0 ) —
F 0086 P 12 11 11 7 4 0.84
-F 0087 P 17 11 11 3 8 0.89
F 0088 NP 9 0 ————
F 0089 P 14 14 13 6 7 1 0.98
* P = Pregnant; NP = Not Pregnant

*
*»

* k%

-

Not Readable
Ovaries Missing



FOOD AND DRUG RESEARCH LABORATORIES, INC.

|
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|
|
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Group 200 Appendix II iDate January 5, 1973

Material FDA 71-382 N , ! | Laboratory No. 1360 h
| Reproduction Data in Mice (Individual) |

Dose 600.0 mg/kg ]

pam No. Fate* Corpora Implant Fetuses Sex Resorption ALerage Fetus Remarks

Lutea Sites Alive Dead M F Sites Wweight (g)

F 0091 NP 0 0 ——

F 0092 NP 13 0 ————

F 0093 P + 12 11 11 6 5 . 1.14

F 0094 NP 16 0 | ——

F 0095 NP 11 0 e

F 0096 | Not Assigned

F 0097 P c 11 11 10 3 7 1 | 0.58 L

F 0098 ] ' ' ‘ ‘ Not Assigned

F 0099 P 16 ., 9 9 . _' | m—— Died Day 13

F 0100 P 12 9 6 1 ‘5 3 ! 0.83

F 0101 P 13 12 11 . 1l 4 7 . 0,80

F 0102 P 013 13 12 1 2 0 l 0.90

F 0103 P 10 10 8 2 5 3. + 0.51

F 0104 NP 0 0 ' | m——

F 0105 P —— 11 _ 4 7 D me—

F 0106 P 13 11 - 11 7 "4 0.70

F 0107 NP 0 0 ———

F 0108 NP .0 0 —_——

F 0109 NP 11 0 -

F 0l10 NP .0 0 : ——

F 0111 P 12 8 8 4 4 1.01

F 0112 P 17 13 12 3 9 1 0.60

F 0113 _ Not Assigned

F 0114 P 14 12 10 2 5 - 5 0.83

F 0115 P 13 .13 13 ' 7 6 0.91

F 0116 P 14 13 13 6 7 0.85

F 0117 P 7 8 3 1 2 5 0.75

Continued on next page.

* P = Pregnant;
** Ovaries Missing

NP = Not Pregnant
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FOOD AND DRUG RESEARCH LAﬁORATORIES, INC.

!
|
i

Qroup 200 1 - Appendix II - tDate January 5, 1973
Material FDA 71-52 ‘ ‘ |Laboratory No. 1360 h
Dose 600.0 mg/kg geproduction Data in r,hce | (Individual) ‘ _
' |
" Dam No. Fate* Corpora Implant Fetuses Sex Resorption Average Fetus Remarks
Lutea Sites Alive Dead M F Sites Weight (g)
Continued.
F 0118 P 12 2 9 5 4 0.88
F 0119 P 10 . 11 8 1 5 3 2 0.79
F 0120 P 12 11 - 10 6 4 1l 1.21
F 0121 P 10 -9 7 4 3 2 0.80
F 0122 P 12 11 11 4 i : , 0.87
F 0123 P 13 12 4 12 ——
F 0124 P 11 10 10 ' 3 7 : 1.00
F 0125 P 9 ' 8 8 7 1 0.85
F 0126 S 12 ' 12 12 3 9 0.98
F 0127 P 12 12 12 : 7 5 0.83
F 0128 NP 6 0 . ‘ : ———
F 0129 NP 11 0] : . —-_——
F 0130 P 14 13 13 6 7 : 0.88
F 0131 P 14 13 13 4 9 ‘ 0.84
F 0132, P 15 .12 11 6 5 1 0.66

* P = Pregnant; NP = Not Pregnant
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I NC ORP OWRATE D Maurice Avenue at 58t Street

f:/'\ 3 Maspeth, New York 11378
' - FINAL ‘ Telephone: TWining 4-0800
REPOR Cable: Foodlabs, New York
Submitted to: DHEW/Public Health Service ‘ Date February 14, 1973
Food and Drug Administration CA-272
5600 Fishers Lane-Room 5C-13
Rockville, Maryland 20852 Laboratory No. 1361 h
. ‘ Contract No. FDA 71-260
Sample: - Fine tan powdered material
Marking: FDA 71-52 (Furcelleran) - : -

Examination Requested: Teratologic evaluation of FDA 71-52 in rats
Procedure: See Appendix I

Qﬁksults: See Tables 1 through 4 and Appendix II

) On the basis of the data presented herein, the following
Conclusion: conclusion appears warranted: ' '

"At the highest level of administration (560 mg/kg for 10 days) to
pregnant mice, the test material was fetotoxic causing increased incidence
of very early resorptions as well as those recognizable at term. This
effect was not seen at the next lower dosage (120 mg/kg). Skeletal
examination revealed evidence of delayed calcification in fetuses taken
at term from dams receiving the highest dosage level only. There was no
clear incidence of terata."”

Comment: Attention is called to the fact that this is the twentieth of
a series of reports which will be issued in accordance with terms of the
contract cited above. Eventually, a total of at least 42 compounds will
have been tested in 21 pairs; each pair being run concurrently against one

. sham-treated control and one positive control group. . Because of the
inherent variability of biological data of the type dealt with here, the
accumulation and pooling of sequential sets of control values will greatly
enhance the statistical value of the findings and the ultimate reliability
of the test results.

FOOD AN RUG RESEARCH LABORATORIES, INC.

o : .
%ge Presid

This report is submitted for the exclusive use of the person, partnership, or corporation whom it is addressed, and neither the report
nor the name of these Laboratories nor of any members of its staff, may be used in connection with the advertising or sale of any product or
process without written authorization.

(Kenneth Mdrg
\'4
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Groups:

FOOD AND DRUG RESEA;2:>LABORATORIES, INC.
191 & 192; 197 through 200

Material : FDA 71-52

Table 1:

Fate Summary
( Rats )

Date:

January 5, 1973

" Laboratory No.: 1361 h-

Group Material Dose** Total Surviving at Term
: mg/kg Mated Pregnant Total Pregnant}
101 Sham 0.0 25 23 25 23
192 Aspirin* 250.0 25 22 25 22
197 FDA 71-52 6.0 25 20 25 20
198 FDA 71-52. 26.0 25 24 25 24
199 ‘EDA 71-52 120.0 25 24 25 24
200 FDA 51-52 560.0 28 22 28 22

i

‘* positive Control:

_ 250.0 mg/kg
** Administered as a corn oil suspension.( See Appendix I ) ,

1) rncludes all dams examined at term



') ‘ FOOD AND DRUG RESEA! E;LABORATORIES, INC.

January 5, 1973

Average Fetus Weight, g 3.70

‘Group 3 191 & 192 197 through 200 ' Table 2 Date:
Material : FDA 71-52 Reproduction Data Laboratory No. : 1361 h
( Rats ) '
Group : 191 192 197 198 199 200
Dose (mg/kg): : : Sham Aspirin** 6.0 . 26.0 '120.0 ' 560.0
.Pregnancies. ' ‘
Total No. 23 22 20 24 - 24 22
Died or Aborted (before my 20 ) .0 0 0 .0 0 0
To term (on Day 20) . - 23. 22 20 24 24! 22
Corpora Lutea : ' .
Total No. . : . 321 o 267 - 295 270 281 315
Average/dam mated . , ‘ 12.8 11.1 11.8 10.8 -11.2 11.3
Live Litters o . ' | -
Total No.* ‘ , 23 21 20 24 24 21
Implant Sites o ’ . : :
Total No. . 274 243 236 . 256 . 257 248
Average/dam* ~ a 11.9 11.1 11.8 - 10.7 10.7 11.3
‘Resorptions - _
' Total No.* 3 25 0 0] 8 - 35
" Dams with 1 or more sites resorbed 2 7 - -- 3 4
Dams with all sites resorbed o o . 1 - - 0 1
Per cent partial resorptions - 8,70 31.8 - - 12.5 "18.2
Per cent complete resorptions -— 4.55 - - - 4,55
Live Fetuses A ' . ‘ ‘
Total No. : 270 . 216 236 ‘254 249 211
Average/dam* : . 11.7 9.82 11.8 10.6 10.4 9.59
Sex ratio (M/F) . 0.96 1.42 -0.90 0.90 0.99 1.07
Dead Fetuses . | : 5
Total No.* 1 2 0 2. 0 2
Dams with 1 or more dead : 1 2 - 2 - 2
Dams with all dead 0 0 - 0 - -
Per cent partial dead - 4.35 9.09 - 8.33 - 9.09
Per cent all dead - - - - —— - -
2.68 3.88 3.95 3.89 3.42

* Includes only those dams examined at term.
*%* positive Control: 250.0 mg/kg .



FOOD AND DRIG RESEARCH LABORATORIES, INC.

" Groups - 191 & 192; 197 through 200

Material FDA 71-52

Summary of Skeietal FPind

‘Table 3

( Rats )

Laboratory No.

1361 h

Date January 5, 1973

ings*

.Group No. : 191 192 197 198 199 200
Pindings
| Dose (mg/kg): Sham Aspirin** 6.0 26.0 120.0 560.0
t ‘Live Fetuses Examined 190/23 150/21 165/20 179/24 174724 150/21
!»~— - -—- —fat term) e - S :
I
| Sternebrae , . ,
| ‘ Incomplete oss. 52/18 86/20 36/15 51/15 42/15 90/18
Scrambled .
Bipartite - 1/1 7/6 3/2
‘Pused 1/1 ’ 1/1 :
[ Extra : ‘ v
1 Missing 22/11  123/20 10/7 12/8 5/2 22/6
E Other '
| Ribs
: Incomplete oss. 2/1 10/6 1/1
Fused/split 4 5/4
Wavy 17/7 44/14 43/10 36/13 15/9 13/7
;:3 Less than 12
= More than 13 3/3 127720 171 1/1
Other ~
Vertebrae o
, Incomplete oss. . 6/3 101/19 15/8 1 19/9 . 3/3 20/10
: Scrambled
Fused
Extra ctrs. oss.
. " Scoliosis 1/1
! ) Tail defects
; Other
Skull '
Incomplete closure 18/10 -87/15 42/13 32/11 26/17 16/8
Missing ’ 4/3
Craniostosis
Other
T Extremities .
Incomplete oss. 7/5
Missing i
T T Extra
Miscellaneous _ )
; . Hyoid; missing 31712 62/18 25/12 16/9 13/10 19/12
: Hyoid; reduced 20/10 11/10 27/10 le/8 27/15 14/7
' {"\ ‘Pelvic bone; missing 5/1 ' 1/1
‘ Pubic bone; incomplete 1/1

* Numerator=Number of fetuses affected; Denominator=Number of litters
affected.

*h Positive_control:.

250.0 mg/kg

r



FOOD AND DRUG RESEARCH LABORATORIES, INC.

Groups 191 & 192; 197 through 200 & - s Date_ January 5. 1973
A Laboratory No. 1361 h

/£
i
¥
‘f Y

nate:ial FDA 71-52

Table 3-a
Summary of Soft Tissue Abnormalities’
(Rats)
Group Material Dose Level Dam Number of Description

: mg/kg Pups '
192 Aspirin* - 250.0 A1579 1 Encephalomyelocele
2 Encephalomyelocele;

° - umbilical hernia
A 1589 1 Encephalomyelocele;
umbilical hernia '

A 1590 . 1l Encephalomyelocele
}

* Positive Control: 250.0 mg/kg
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F OOD AND DRUG RESEARCH LABORATORIES,

191 & 192; 197 through 200

INC.

Groups January 5, 1973
' Table 4 :
Species Rats Laboratory No. 1361 h
' Average Body Weights?
------------------------- Day-====~——-wsm=-se--—=ccco=-
Group Material Dose
Level 0 6 11 15 20%*
mg/kg = -=-=-=-==-------sss-m-ooo- gm===------=-ssemoso-moee-
191 Sham 0.0 222 244 258 280 343 (23)
192 Aspirin**+* 250.0 207 230 244 260 313 (22)
197 FDA 71-52 6.0 228 244 261 279 350 (2oj
198 FDA 71-52 26.0 . 215 236 252 272 336 (24)
199 FDA 71-52 120.0 214 240 254 273. 335 (24)
200 FDA 71-52 560.0 219 240 250 303 (22)

245

*
**
kR

-

O0f pregnant dams

Number of surviving dams in parentheses (c.f. Table 1)

Positive control:

250.0 mg/kg

~



Appendix I

'Tiratology Study in Rats

Virgin adult female albina rats (wWistar derived stock) were
individually housed in mesh bottom cages in temperature and humidity-
controlled quarteré with free access to food and fresh tap water.

They were mated with young adult males, and observation of the vaginal

Asperm plug was considered Day 0 of geétation. Beginning on Day 6

and continuing daily through Day 15 of. gestation, the females were

‘dosed with the indicated dosages by oral intubations. The controls

were sham treated with the vehicle at a level equivalent to the group
receiving the highest test dose. The test material was prepared
and doses calculated according to thé'following table:

~ Dosage Dose Concentration

(mg/kg) (ml/kqg) (mg/ml)
S 250 1 : s 250
251 - 500 2 | 125 - 250
501 - 750 3 133 - 250
751-- 1000 4 187 - 250

‘1001 - 1250 5 200 - 250

1251 - 1500 6 208 - 250

1501 - 1600 6.4 235 - 250

Body weights were recorded on_Déys 0, 6, 11, 15, and 20 of

‘ gestétion. All animals were observed daily for appearance and be-

havior with particular attention to food consumption and weight, in
order to rule out any abnormalities which may have occurred as a
result of anorexic effects in thé pregnant female aﬁimal.

On Day 20 all dams were»subjected to Caesarean section under
sufgical anesthesia, and the numbers of implantation sites, resorption
sites, and live and dead fetuses were recorded. The body weights of

the live pups were also recorded. The urogenital tract of each dam



4ot g o - epet bt e e o B3

ey b teant a1

was examined in detail for anatomical no 'y.
All fetuses were examined.gfossly for the presence of external

congenital abnormalities. One-third of the fetuses of each litter

underwent detailed visceral examinations employing 10X magnification.

The remaining two-thirds were ¢leared in potassium hydroxide (KCH),

stained with alizarin red S dye and examined for skeletal defects.

r



| FOOD AND DRUG RESEARCH LABORATORIES, INC. .
Group 191 L » ‘ Date January 5, 1973 °

, Appendix II
Material Sham

Dose 0.0 mg/kg Seproduction Data in . Rats (Individual)
Dam No. Fate* Corpora Implant Fetuses Sex Resorption Average Fetus Remarks
Lutea Sites Alive Dead M F sites ~ Weight (g)

s 1571 P 9 10 8 5 3 2 3.10

' 8 1572 P 13 o1 .11 5 6 : 3.96
s 1573 P 11 _ 11 11 4 7 3.48
S 1574 P 10 10 10 6 4 4.20
S 1575 P 11 11 .11 5 6 3.62
S 1576 P 15 14 14 6 8 3.43
S.1577 P 12 _ 11 11 6 5 . oo . 3.85
S 1578 NP~ 18 . 0 ' - : ———
s 1579 P 13 13 13 - T 6 ‘ - . 3.53
S 1580 13 15 15 15 7 8 3.41
S 1581 P 16 14 14 6 8 3.55
S 1582 P 12 12 12 5 7 3.75
S 1583 P 12 g 7 7 2 5 3.91
S 1584 P 15 12 12 9 3 3.66
S 1585 P 15. = 15 15 : 6 . 9 . 3.49
S 1586 P 11 11 9 1l 1 8 1 . - 4.13
S 1587 P 14 14 14 5 9 3.91
S 1588 ‘P 11 11 11 7 -4 3.48
S 1589 P 15 ' 13 .13 . 9 4 ‘ 3.22
S 1590 NP 13 - .0 . . ’ e
S 1591 P -14. 14 14 ’ 8 6 ’ S 3.83
S 1592 P 14 14 14 9 5 4.07
'S 1593 P 9 9 9 3 6 3.58
S 1594 4 11 11 11 6" 5 3.88
S 1595 P 12 11 11 5 6 3.98

* p = Pregnant; NP = Not Pregnant

Laboratory No. -1361
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; i FOOD AND DRUG RESEARCH LABORATORIES, INC. , :

i . ! . . ’ ’ ' ; . )
Group 192 ' | : . Da nuary 5, 1973
P i Appendix II ‘ |Date_Janua Z .

'Laboratory No. 1361

Material Aspirin |

bose 250.0 mg/ig i . . Reproduction Data in Rats ' (Individua;) %
' 1
‘Dam No. Fate* Carpora Implant Fetuses Sex " Fesorption Average Fetus Remarks
Lytea Sites Alive Dead M F Sites Weight (g)
A 1571 P 9 , 9 9 6 3 3.70
‘A 1572 P '11 11 11 5 6 2.97
A 1573 P 15 15 15 9 6 2.64
A 1574 P’ 12 12 12 : 9 3 2.84 .
A 1575 P 12 12 11 1 9 2 2.55
A 1576 P el 12 12 6 6 2.72
A 1577 P 12 10 10 5 5 e 2.89
A 1578 NP 12 ' o . _ L L mm—
A 1579 P 9 9 9 6 3 -2.22
A 1580 P 14 - 13 13 7 6 2.87
A 1581 P 14 - 13 13 8 5 2.56
A 1582 P 11 9 9 7 2 2.41
A 1583 P 10 10 10 7 3 3.05
A 1584 P 12 13 12 6 6 1 2.94
A 1585 P 13 13 13 6 7 3.30
A 1586 P 11 11 11 6 5 2.94
A 1587 P 9 10 9 4 5 1 2.93
" A 1588 NP 9 0 ——
A 1589 P 8 11 1 1 - - 9 1.33
A 1590 P 12 12 B ‘ 8 3 1 2.47
A 1591 P 8" 9 , 8 4 4 1 1.89
A 1592 NP 12 ‘ 0 : ‘ I -——
A 1593 P 11 9 9 ’ 5 4 " 2.68
A 1594 P 10 -7 - A | [
A 1595 P- 11 13 8 3 5 s 2.36

. * P o= Pregnant; NP = Not Pregnant .
** Not Readable- : I oo



| FOOD AND DRUG RESEARCH LAPORATORIES, INC.
Group 197 '

: !
Appendix II

Matetial FDA 71-52 Laboratory No.136l h

S

i

I .

| Date_ January 5, 1973
|

|

|

; Rats
Dose 6.0 mg/kg t | Reproduction Data ;n | (Individual)
- pam No. Fate* Corpora Implant Fetuses Sex ‘Resorption A%erage Fetus Remarks
: Lutea Sites Alive Dead M F Sites Weight (g)

H 1001 P 10 " 10 10 7 3 - 3.41
H 1002 P 112 12 12 3 9 3.91
H 1003 NP 11 0 —
H 1004 P 10 - 10 10 6 4 3.79
H 1005 P 11 9 9 : 5 4 i 3.80
H 1006 p 15 14 14 . 6 . L 3.77
H 1007 NP 5 0 : ' ' L m——
H 1008 P 10 : 9 9 5 4 o I 3.99
H 1009 P 13 13 13 6 7 © 3,53
H 1010 P 12 o1 11 5 6 - 3.97
H 1011 P 13 12 - 12 6 6 3.63
H 1012 P 12 11 11 6 . 5 3.52
H 1013 NP 10 0 : ' S - o meee
H 1014 P 10 10 10 ' 4 "6 4.18
H 1015 P . 17 - 16 16 6 10 ~ 3.45
H 1016 NP 7 0 : ' -——
H 1017 P 15 10 10 4 6 » ' 3.73
H 1018 P 11 C11 - 11 5 6 3.75
H 1019 P 14 : 14 14 7 7 3.72
H 1020 P 12 11 11 4 7 4,05
H 1021 P 16 16 16 7 9 3.81
H 1022 NP 12 -0 _ . o : ———
H 1023 P 12 12 12 : 6 6 : 4.19
H 1024 P 14 14 14 9 5 3.90
H 1025 P 11 11 11 3 8 ' 5.54

* P = Pregnant; NP = Not Pregnant
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FOOD AND DRUG RESEARCH LAQORATORIES} INC.
Group 198

Appendix II

Material FDA 71-52 Laboratory'No. 1361 h

|
|
i
!
| Date_January 5, 1973
i
|
'.
|
|

Dose 26.0 mg/kg j Reproduction Data in Rats f (Individual)

. ' . -
Dam No. Fate* Corpora Implant Fetuses Sex Resorption Average Fetus Remarks

Lutea Sites Alive Dead M F sites Weight (g)

H 1031 P 10 11 10 1 4 6 4.18
H 1032 P 14 13 13 4 9 3.63
H 1033 P 8 - 8 8 2 6 3.96
H 1034 P 14 14 14 8 6 3.85
H 1035 P 13 11 11 8 3, 3.75
H 1036 P 14 14 14 7 7 4.12
H 1037 P 8 8 8 2 6 3.83
H 1038 P. 9 7 7 ©2 5 3.91
H 1039 P 13 13 13 8 5 3.72
H 1040 P 11 11 11 4 7 3,60 .
H 1041 P 16 16 16 6 10 - 3.76
H 1042 P 8 8 8 4 4 4,31
H 1043 P 9 9 9 4 5. 4.03
H 1044 P 6 4 4 1 3 4,38
H 1045 P 11 | 11 11 7 4 4.03
H 10461 P 13 12 12 4 ' 8 5.41
H 1047 - P 12 12 12 7 5 3.48
H 1048 P 13 11 11 : 3 .8 3.98
H 1049 P 12 12 11 1 7. 4 , 3.50
H 1050 NP 0 0 _ _——
H 1051 P 14 12 12 .6 6 ' : "3.65
H 1052 P 9 9 9 5 4 4.24
H 1053 P 10 8 8 4 4 4.02
H 1054 P 10 10 10 4- 6 3.90
H 1055 P 13 .12 12 9 3 3.65

* p = Pregnant; NP = Not Pregnant



i { . FOOD AND DRUG RESEARCH LABO RATORIES, INC. |
Group y9 Lo ' '

P 19 | . Appendix II Date_January 5, 1973
Material FDA 71-53 ‘

Laboratory No._ 1361 h

Dose 120.0 mg/kg : Rgproduction Data in Rats (Individua;)
pam No. Fate* Corpora Implant Fetuses Sex _Resorption A&erage Fetus Remarks
Lutea Sites Alive Dead M F sites Weight (g) '

H 1061 P 10 10 10 4 6 4.28

" H 1062 P 8 "9 8 6 2 1 3.36
H 1063 P 12 12 12 8 4 : 3.78
H 1064 P 13 ' 10 - 10 5 5 3.68
H 1065 P 9 9 , 9 3 6 3.70
H 1066 P 12 11 11 5 6 . o "3.97
H 1067 P 10 o 10 5 3 2 5 - 4,23
H 1068 P 13 11 11 6 5 3.74
H 1069 P 10 9 9 4 S 3.75
H 1070 P 10 10 10 6 4 3.87
H 1071 P 14 14 14 6 8 3.46
H 1072 P 13 10 10 3 7 4,02
H 1073 P 13 13 13 5 8 4.26
H 1074 P 14 14 14 6 8 4.19
H 1075 P 8 6 6 .3 3 . : . 4,16
H 1076 NP 5 0 . ————
H 1077 P 12 12 12 10 2 3.97
H 1078 P 10 8 8 4 4 3.74
H 1079 P 10 : 10 10 3 7 4,01
H 1080 P 12 12 12 4 8 3.95
H 1081 P 12 T 12 ' 12 7 5 3.90
H 1082 P 11 9 9 3 -6 3.78
H 1083 P 13 11 11 4 7 _ 3.77
H 1084 P 13 12 10 7 . 3 2 4.02
H 1085 P 14 13- , 13 9 4 ' 3.71

* P = Pregnant; NP = Not Pregnant



Group

D,

200

Material FDA 71-52

D

FOOD AND DRUG RESEARCH LABO RATORIES, INC.

Appendix II

Date

)

January 5, 1973

Laboratory No._ 1361 h

‘Continued on next page.

Dose 560.0 mg/kg Reproduction Data in Rats (Individual)
"Dam No. Fate* Corpora Implant Fetuses Sex Resorption Average Fetus [Remarks
Lutea Sites Alive F Sites Weight (g)
H 1091 P 14 14 14 10 4 3.71
H 1092 P 12 - 8 8 6 2 4.27
H 1093 ) 14 12 12 8 4 3.50
H 1094 P 9. 9. 8 2 6 3.35
H 1095 P 17 - 16 16 11 5 3.20
H 1096 NP 12 0 : - ———
H 1097 P 14 13 13 7 6 3.47
H 1098 P 11 11 11 6 5 3.88
H 1099 NP 3 Y ~——
H 1100 P 12 11 11 3 8’ 3.79
H 1101 P 14 ‘15 3 1 2 ‘12 1.89
H 1102 P 7 3 3 1. 2 2.45
H 1103 ' Not Assigned
H 1104 NP 8 o] ————
H 1105 NP . 10 0 -—
H 1106 NP 14 0 ————
H 1107 P 12 12 12 2 10 3.91
H 1108 P 13 13 13 7 6 3.42
H 1109 NP 6 0 o —
H 1110 P ‘8 8 8 4 4 5.78 _ .
H 1111 : Not Assigned
H 1112 Not Assigned
H 1113 P 9 8 8 6 2 3.27
H 1114 ) 11 10 10 5 5 3.93
H 1115 p 14 14 4 4 0 9 1.87

* P = Pregnant;

NP = Not Pregnant
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FOOD AND DRUG RESEARCH LABO RATORIES, IN_C. ‘ =
' Date Janﬁarz S, 1973

200
rou
_G P . Appendix II
~ Material FDA 71-52 . Laboratory No._ 1361 h
Reproduction Data in Rats (Individual) .
Dose 560.0 mg/kg ' :
Dam No. Fate* Corpora Implant Fetuses Sex ‘Resorption Average Fetus Remarks
Lutea Sites Alive Dead M F sites Weight (g)
Continued.
H 1116 P 15 14 14 8 6 N 3.15
H 1117 P 12 12 _ . A 12 Cmm—
H 1118 P 12 12 12 5 7 2,59
H 1119 P 13 13 13 4 9 3.41
H 1120 P 11 11 11 5 6 _ 3.77
H 1121 - P . 8 4 3 2 o 3.20

* p = Pregnant; NP = Not Pregnant
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. I NC ORP 0. R AT E D Maurice Avenue at 58 Street

Maspeth, New York 11378

4

rfo FINAL . Telephone: TWining 4-0800
REPORT _ Cable: Foodlabs, New York
Submitted to: DHEW/Public Health Service Date February 14, 1973
Food and Drug Administration CA-272.
5600 Fishers Lane-Room 5C-13
Rockville, Maryland 20852 - Laboratory No. 1362 h
Contract No. FDA 71-260
Sample: Fine tan powdered material
Marking: FDA 71-52 (Furcelleran)

Examination Requested: Teratologic evaluation of FDA 71-52 in hamsters

Procedure: See Appendix I
gzgsults: See Tables 1 through 4 and Appendix Ix
Conclusion: Subject to reexamination in the light of .later findings, the

following is concluded:

. "The administration of up to 500 mg/kg (body weight) of the test
material to pregnant hamsters for 5 consecutive days had no clearly
discernible effect on nidation or on maternal or fetal survival. The
number of abnormalities seen in either soft or skeletal tissues of the
test groups did not differ from the number occurring spontaneously in
the sham-treated controls.” ' '

Comment: Attention is called to the fact that this is the twentieth of
a series of reports which will be issued in accordance with the terms of
the contract cited above. Eventually, a total of at least 42 compounds
will have been tested in 21 pairs; each pair being run concurrently
against one sham-treated control and one positive control group.

Because of the inherent variability of biological data of the type dealt
with here, the accumulation and pooling of sequential sets of control
values will greatly enhance the statistical value of the findings and
the ultimate reliability of the test results.

DRUG RESEARCH LABORATORIES, INC.

i resident . .
This report is submitted for the exclusive use of the person, part-IYel xpe. oxP cor%osmtgn to whom it is addressed, and neither the report
nor the name of these Laboratories nor of any members of its staff, may be used in connection with the advertising or sale of any product or

' process without written authorization.
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T) 5 . FOOD AND DRUG RESFA:Jn:LABORATORIES, INC. L ’ j)

|

! ) é . t
‘Groups: 191 '&!l 192; 1197 through 200 : Datexii January 5, 1973
* Table 1 D

LaborLtory No.: 1362 h

Material : FDA 51—52: .
. ; Fate Summary

{ Hamsters ) ' ;

Group ﬁaterial Iose ** Total , i Surviving At Term
' mg/kg ) Mated Pregnant Total Pregnantl
| _

191 Sham 0.0 27 | 21 , 26 20
192 A§pi£1n* 250.0 e L 25 18 .
197 EATI-52 5.0 26 - 20 26 o 20
198 FDA 71-52 23.0 29 | 21 | 29 B 1
199 | FDA 71-52 108.0 24 | 21 . 24 21
2oo" , FDA 71-52 500.0 30 20 o 0 .20

A

~ * Positive Control: 250.0 mg/kg
#% Administered as an anhydrous corn oil suspension “(See Appendix I)

1) Includes all dams examined at term



) » FOOD AND DRUG RESEA DLABORATORIES, INC.

)

Group ; 191 & 192; 197 through 200 Table 2 Date:__ January 5, 197
Material : FDA 71-52 Reproduction Data Laboratory No. : 1362 h
Hamsters ) :
Group 191 192 197 198 199 200
Dose (mg/kg): Sham Aspirin** 5.0 23.0 108.0 ©500,0

Pregnancies . .

Total No. 21 19 20 21 - 21 20
Died or Aborted (before my 14 ) 1 1 0 0 ] 0
To term (on Day 14) 20 18 20 21 21 20

Corpora Lutea _

Total No. ' 278 o 248 . 286 280 271 261
Average/dam matqd ~ 10.3 9.92 11.4 lo.0 - 11.3: 9.32

Live Litters .

Total No.* 20 18 20 21 21 20

Implant Sites . : :

Total No. 233 - 203 262 v 254 _ 251 223 .
Average/dam* 11.7 11.3 131 12,1 12.0 11.2

‘Resorptions .

' Total No.* 4 11 9 . 7 2 2
Dams with 1 or more sites resorbed 3 7 7 5 2 6
Dams with all sites resorbed o . 0 0 0 0 0
Per cent partial resorptions 15.0 38.9 35,0 23.8 9.52 - ' 30.0
Per cent complete resorptions - -— — -— - _—

Live Fetuses o )

Total No. 229 192 253 247 248 214
Average/dam* 11.5 10.7 12.7 11.8 11.8 10.7
Sex ratio (M/F) 0.67 0.64. 10.82 0.96 0.82 0.92

Dead Fetuses _ ' '

- Total No.* 0 0 0 0 1 2
Dams with 1 or more dead - - - - 1 2
Dams with all dead - - -— - 0o - 0
Per cent partial dead - - —_ - 4.76 10.0
Per cent all dead - - - - - - -

Average Fetus Weight, g 1.76 1.74 1.75 1.76  1.72

* Includes only those dams examined at term.

** pogitive Control: 250.0 mg/kg



FOOD AND DRIG RESEARCH LABORATORIES, INC.

(\ . Groups_'191 & 192; 197 through 200 Laboratory No. 1362 h
e : ‘Table 3

: » Date January 5, 1973
Summary of Skeletal F indings*
{ Hamsters )

--Material FpDA 71-52

Group No. : - 191 .192 197 . 198 199 200
Findings :
Dose (mg/kg) : Sham Aspirin*# 5.0 23.0 108.0 500.0
Live Fetuses Examined 139/20 134/18 174720 171721 171/21 151/20
- = ~—(at term) ' :
Sternebrae ’ . : .
Incomplete oss., 43/14 42/16 91/19 42/16 51/18 40/16
Scrambled 1/1 . . .
Bipartite , 24/16 11/7 17/9 22/14 27/13 23/12
Fused : g .
Extra 1/1 3/1 5/3 - 3/1 3/3 2/2
Missing 23/12 23/8 - 48/10 21/12 24/11 26/10
Other
Ribs '
: Incomplete oss. .
Fused/split ‘ 171 - 3/3 1/1
. - Wavy ' : : :
(‘3 Less than 12 2/2
. More than 13 "~ 1477 42/15 39/18 33/11 45/15 27/15
Other
Vertebrae :
Incomplete oss. 32/12 26/10 16/7 -24/11 20/10
: " Scrambled .
; - Fused : ' /1

Extra ctrs. oss.
Scoliosis

Tail defects
Other

Skull

Incomplete closure . 2/1 A 6/1

Missing '
o Craniostosis
: " - Other
Extremities ’ : v

Incomplete oOss. © 38/13 37/14 " 21/5 37/11 49/15 39/14
___ Missing : : :
Extra

Miscellaneous
o . Hyoid; missing 1/1 ' 3/3 6/2 _ :
~ Hyoid; reduced 6/5 3/2 13/5 6/4 3/3 1/1

* Numerator=Number of fetuses affected; Denominator=Number of litters

Ces a '
** Positive control: 250.0 mg/kg ffeCted'
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FOOD AND DRUG RESEARCH LABOPRATORIES, INC.

. - .- Groups 191 & 192; 197 through 200 . ‘Date__ January 5, 1972
M i FDA 71-52 . Laboratory No.
aterial 1 rTable 3-a b 4 . 1362 h
Summary of Soft Tissue Abnormalities
| (Hamsters)
) Group Material Dose Level Dam Number of Description
| mg/kg Pups
g .
I
!
| . ) )
| 191 Sham , O.(_) S 2584 1l Anasarca
| .
i - 192 Aspirin* 250.0 A 2575 : 5 Anasarca

O

. - * positive -Control: 250.0 mg/kg
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% ; ) F OOD AND DRUG RESEARCH LABORATORIES,

!

Groups 191 & 192; 197 through 200

SPecies Hamsters :

Table 4

Average Body Weightsg

INC.

January 5, 1973

i

i

Laboratory No.

1362 .h

i
------------------------- Day——-——-a--——--———-—--—---
Group Material Dose
Level 0 6 8. 10 14**
mg/kg =  mmmemcce—cmccccccccmccc—-- grm————— e — - ———
191 ' Sham 0.0 99.9 105.9 109.6 119.4 139.9 (20)
192 ‘Aspirin*** 250.0 104.7 108.7 . 111.4 121.4 140.9 (18)
197 FDA 71-52 5.0 110.6 115.7 119.3 ' 128.6 151.2 (20)
198 FDA 71-52 23.0 . 104.8 ° 112.1 114.5 124.7 146.3 (21)
. ; . .
199 " FDA 71-52 108.0 101.6 169.4 113.9 . 122.2 145.2 (21)
200 FDA 71-52 500.0 94.3 102.0 . 105.0 ' 112.7 130.7 (20)

*
* %
LA B J

of pregnant dams

Number of surviving dams in parentheses (c.f. Table 1)

Positive control: 250.0 mg/kg



Teratology Study in Hamsters.

ﬁ Virgin adult female golden hamsters from an outbred strain
o .
; were individually housed in mesh bottom cages in temperature and
£

g

humidity controlled quarters with free access to food and fresh tap

1

i water at all times. They were mated (1 to 1) with mature males and

?“w~——““"i”;£;uép§ea;;;céAof ;ofile sperm in the vaginal smear was considered
‘as Day 0 of gestation. Beginning on Day 6 and continuing daily
‘fhfough Day 10 of gestation, the indicated dose levels of the test

" material were administered by oral intubation. The'controls were

sham treated with the vehicle at a level equivalent to the group

receiving the highest test dose. The fest:material was prepared

and doses calculated according to the following table:

A4

Dosage __Dose Concentration
(mg/kg) (ml/kg) (mg/ml1)
S 250 1 o s 250
251 - 500 2 125 - 250
501 - 750 3 133 - 250
751 - 1000 4 187 - 250
1001 - 1250 5 200 - 250
1251 - 1500 6 208 - 250
6.4 235 - 250

1501 - 1600

Body weights were recorded on Days 0, 8, 10, and 14 of the
‘ gestation period. All animals were pbserved daily for appearance
- ;néﬂgeh;viof with particular attention te food consumption in order
j“**to*better'recognize any abnormalities resulting from anorexic effects
in the pregnant animal.

: (,\ ~ On Day 14, all animals were subjected to Caesarian section

under deep anesthesia and the numbers of implantation sites, resorption



éites, live and dead fetuses were recorded. All live pups were
weighed and the genital tract of each dam was examined for any
anatomical abnorﬁalities. |

- All fetuses were examined grossly for the presence of external
;ongenital defects and one-third of each litter underwent detailed

visceral examination under_ 10X magnification. The remaining two-

thirds of the pups were cleared in potassium hydroxide, stained
with alizarin red dye, and examined for the presence of skeletal

.~<ahnormalities.

S
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Group 191

Material Sham

)

FOOD AND DRUG RESEARCH LHBORATORIES, INC.

Appendix II

Date January 5, 1973
Laboratory'No.]362

Reproduction Data in Hamsters, (Individual)
Dose 0.0 mg/kg .
Dam No. Fate* Corpora Implant Fetuses Sex Resorption Average Fetus Remarks
Lutea Sites Alive Dead, M F Sites Weight (g)
S 2571 P 12 7 7 3 4 ———— "Natural Birth Day 13
S 2572 P 14 10 10 4 6 2,00 . :
S 2573 P 11 11 1 4 7 1.86
S 2574 P 12 12 12 4 8 1.69
S 2575 P 15 13 13 2 1l 1.48
S 2576 P 14 13 ' 13 3 10" ; 1.63
s 2577 NP 7 -0 : P me—
S 2578 P - 14 14 14 3.1 ¢ 1.66
s 2579 P 10 - 10 10 2 8 fo1.73
S 2580 P 10° 9 9 3 6 I 1.87
S 2581 P 14 14 - 14 .5 9 + 1,64
S 2582 NP 0 ¢ . | e———
S 2583 P 13 11 : 10 4 6 1 1.65
S 2584 P 11 11 11 3 8 1.68
S 2585 P 11 11 11 3 8 1.62
S 2586 NP 3 0. . . ———-
S 2587 P 12 12 12 o 6 6 . 1.73
S 2588 NP 3 "0 ‘ ’ ——
S 2589 P 13 9 7 . 5 2 2 2,09
S 2590 NP -0 0 ——
S 2591 NP 3 0 ) ————
s 2592 P 12 12 12 8 4 : 1.83
S 2593 P 17 15 14 8 6 1 1.65
S 2594 P 13 13 13 7 . 6 1.80
S 2595 P 9 9 . 9 6 3 1.84
'S 2596 P 13 12 12 . 4 8 1.68
S 2597 P 12 12 12 ‘ 8 4 2.00

* P = Pregnant;

NP = Not Pregnant
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Group 192 ';

J

FOOD AND DRUG RESEARCH LABOFRATORIES, INC.

Material Aspirin

Appendix I i

Date_ January 5, 1973

‘Laboratory No.. 1362

** Not Readable:

bose 250.0 mg/kg Reproduction Data in Hamsters (Individugl)

" Pam No. Fate* Corpora Implant Fetuses Sex Resorption Average Fetus Remarks
Lutea Sites Alive Dead M F  Sites Weight (g) '

A 2571 P 9 6 6 1 5 ——— Natural Birth Day 13
-A 2572 24 12 11 . 10 1 9 1 1.59 :

A 2573 NP 0 0] ——

A 2574 P . 14, 12 12 4 8 ¢ 1.79

A 2575 P 12 14 12 1 11~ 2 + 1.56

A 2576 P 10 9 9 1 8 2,33

A 2577 P 12 13 12 5 7 1 1.78

A 2578 P 12 12 12 5 7 1.76

A 2579 NP 2 0 ==

A 2580° .NP 0 0 | me——

A 2581 P 11 10 10 2 8 1.76 ‘ _ o,

A 2582 P 12 10 10 5 5 1.53 ; a

A 2583 P 6 6 6 2 4 1.53

A 2584 P 9 9 ' 9 2 7 1.65

A 2585 NP 11- 0 -

A 2586 .NP -tk 0 ———

A 2587 P 13 13 13 8 5 1.46

A 2588 NP 6 0 | ——

A 2589 P 14 14 14 6 8 , | 1.77

A 2590 P 13 13 12 8 4 1 . 1.57

A 2591 P 11 13 10 3 7 3 i 1.80

A 2592 P 11 7 7 4 3 e 2,01

A 2593 P 10 12 10 .5 5 2 i l.92

A 2594 NP 12 0 | m—

A 2595 © P 15 15 14 8 6 1 P 1,73

A 2596 P 11 10 10 -5 \ ; l.82

* P = Pregnant; NP = Not Pregnant
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Group 197 | Appendix II Date Jamugy 5, 1973
Material FDA 71-52 i Laboratory No.1362 h
‘ Reproduction Data in Hamsters (Individual) -
Dose 5.0 mg/kg :
Dam No. Fate* Corpora Implant Fetuses Sex " Resorption Average Fetus Remarks
Lutea sites Alive Dead ' M P Sites Weight (g)
H 2001 P 17 15 15 7 8- 1.67
H 2002 P 17 15 15 3 12 1.63
H 2003 P 11 12 11 4 7 1l 1.53
H 2004 P 10 8 8 4 4 1.88
H 2005 P 13 12 12 6 6 . 1.67
H 2006 P 12 13 12 6 6 1l .1.49
H 2007 NP 0 0 ————
H 2008 P 14 14 14 3 11 1.79
H 2009 NP 1 0 ———
H 2010 NP . 3 0 e
H 2011 P 12 13 12 5 7 1 1.30
H 2012 P 16 17 16 5 11 1l 1.64
H 2013 NP —-—hh 0 ————
H 2014 P 15 15 13 7 6 2 1.33
H 2015 P 9 9 -9 2 7 1.81
H 2016 P 12 12 11 7 ° 4 l 1.95°
H 2017. P 15 14 14 10 4 1.90
- H 2018 P 12 12 12 5 7 1.87
H 2019 P 12 10 10 4 6 1.90
H 2020 P 15 16 14 7 7 2 1.83
H 2021 NP 8 0 ———
H 2022 P "l6 16 16 7 9 2.02
H 2023 NP 5 0 ————
H 2024 P 14 13 13 6 7 1.87
H 2025 P 13 13 - 13 10 3 1.81
H 2026 P 14 13 13 6 7 2.08

* %

P = Pregnant;
Not Readable

NP = Not Pregnant



FOOD AND DRUG RESEARCH LAﬁORATORIES, INC..

Group 198 Date January 5, 1973

Apﬁendix II

Material FDA 71-52 ‘ Laboratory No. 1362 h
Reproduction Data in Hamsters (Individual)
Dose 23.0 mg/kg . '
" Dam No. Fate* Corpora Implant Fetuses Sex Resorption Average Fetus Remarks
: Lutea Sites Alive Dead M F sSsites Weight (g)

1 0 | ’ —

H 2031 - NP
H 2032 NP 4 - 0. ‘ ——
H 2033 " P 18 18 17 6 11 1 ©1.83
H 2034 P 13- 13 13 8 5 1.63.
H 2035 P 14 12 12 7 5 1.70
H 2036 P 9 9 9 , 3 6 1.95
H 2037 NP 0 0 ' ' : -—
H 2038 NP 7 0 L ' ———-
H 2039 P 13 13 13 S 7 1.65
H 2040 P 10 ‘ 10 10 5 5 1.92
H 2041 P 16 16 - 16 3 13 1.65
H 2042 P 12 11 11 5 -6 1.41
H 2043 P 13 13 - 13 9 4 1.75
H 2044 NP -tk 0 o . : _ —_—
H 2045 P 12- 12 12 6 6 ' 1.91
H 2046 P 9 10 -9 4 5 ) R " 1.65
H 2047 NP 5 0 : ' , , . ——
H 2048 - P 10 11 9 ' 5 4 2 1.56
H 2049 NP 3 : 0 - . C m——
H 2050 P 10 : 1 9 : ' 5 - 4 2 1.75
H 2051 P 16 T4 14 7 7 ‘ 1.80
H 2052 P 12 12 12 4 8 1.83
H 2053 P 12 11 11 6 5 1.86
H 2054 P 13 13 13 8. 5 1.88
- H 2055 NP 0 0o - —
H 2056 P 10 9 9 4 5 - 1.77
H 2057 P 11 10 9 ’ . 5 4 1 1.63
H 2058 P 14 - 14 14 9 5 . 1.80
H 2059 P 13 12 12 6 6 2.01

*»

P = Pregnant; NP = Not Pregnant
** Not Readable
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Group 199

Material Fpa 71-52

D

FOOD AND DRUG RESEARCH LABORATORIES, INC.

Appendix II

Date dJanuary 5, 1973

Laboratory No. 1362 h

Dose 108.0 mg/kg Reproduction Data in Hamsters {Individual)
Dam No. Fate* Corpora Implant .Fetuses Sex " Resorption Average Fetus Remarks
Lutea Sites Alive Dead ‘M F sSites Weight (g)
H 2061 P 12 10 10 1 2 1.64
H 2062 P 16 14 14 6 8 1.74
H 2063 P 17 13 13 3 10 1.72
H 2064 P . 15 12 12 5 7 1.78
H 2065 P 11 11 11 5 6 1.92
H 2066 P 12 11 11 6 5 1.76
H 2067 NP 4 0] ‘ . ————
H 2068 P 13 13 13 4 9 1.72
H 2069 NP - 0 o ————
H 2070 . P 10 10 10 7 3 1.56
H 2071 P 11 11 11 4 7 ~1.41
H 2072 2 13 12. 12 6 6 1.99
H 2073 P 15 15 15 6 9 1.73
H 2074 NP 0 0 - . _ mm——
H 2075 p 14 14 14 5 9 1.90
H 2076 P 14 12 12 4 B8 1.93 .
H 2077 )2 12 12 12 9 3 : 1.70
H 2078 4 12 13 11 1 6 5 1 2,00
H 2079. P 12 12 12 6 ) 1.63
H 2080 P 12 12 12 8 4 1.72
H 2081 ) 4 10 - 11 10 3 7 1 1.92
H 2082 P 14 12 12 7 5 1.70
H 2083 P 10 9 9 3 6 1.83
H 2084 P 12 12 12 8 4 1.84

* P = Pregnant;

NP = Not Pregnant
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FOOD AND DRUG RESEARCH LABO RATORIES, INC.

Group 200 . D ars 73
P . Appendix 11 ate Januaq 5, 19
Material FDA 71-52 "Laboratory No. 1362 h
Reproduction Data in Hamsters  (Individual) -
Dose 500.0 mg/kg P v ‘
Dam No. Fate* Corpora Implant .~ Fetuses Sex Resorption Average Fetus Remarks
Lutea Sites Alive Dead M .F Sites Weight (g) :

2091 NP 2 0 —_—
2092 P 11 10 10 5 5 1.89
2093 NP -k 0 A . —_——
2094 P 10 11 10 3 7 1 1.77
2095 P 9 : 9 8 2 6 1 1.56
2096 p 9 9 9 3 6" 1.36
2097 P 11 . 11 11 4 7 1.60
2098 NP 5 o ——
2099 P 10 10 - 10 6 4 1.78
2100 P 7 8 7 5 2 1 1.68
2101 P 10 10 10 6 4 1.68
2102 NP -k 0 - —_—
2103 P 17 17 17 : 5 12 ' ~ 1.60
2104 NP 0 0 \ : : - —
2105 NP 0 0 : -—
2106 - P 13 13- 13 3 10 - 1.78
2107 P 15 15 14 1 10 4 - 1.49
2108 NP 3 -0 . ' . -——
2109 P 12 12 12 , 7 5 , 1.80
2110 P 14 . 13 13 : 10 3 . t 2,07
2111 NP 9 0 : S
2112 P 9 9 9 4 1.77
2113 P 9 9 8 4 4 1 1.95
2114 NP 8 0 , —_—
2115 P 15 15 14 1. 5 -9 1.85
2116 P 8 6 6 4 2 1.81
2117 P 11 12 10 4 6 2 1.71
2118 P 12 12 11 7 4 1 1.91
2119 NP 10 0 ——
2120 P 12 12 12 6 6 1.37
P = Pregnant; NP = Not Pregnant

. .
* mmDnmDn MmN n i i W i

Not Readable



